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DETAILED ACTION 
Request for Continued Examination 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.1 14, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
8/27/2007 has been entered. 

Response to Arguments 

Applicant's remarks and amendments to the claims have been fully considered. 
Claims 1, 3-12, 14-17 and 19-24 are pending and are being examined herein. Claims 2, 
15, 18 and 25-60 have been cancelled. 

Applicant's arguments over the 35 USC 103 rejection over Lee et al. (US Patent 
6,743,436) in view of Chen et al. (US Patent 6,383,471) have been considered and are 
not found persuasive. Applicants argue that there is no mention in either reference to 
formulate a clear composition. Neither the Lee et al. or Chen et al. reference was used 
to address optical clarity. It is pointed out that the only limitation in the claims referring 
to clarity is "...wherein the composition exhibits a transmittance at 660 nm of greater 
than about 90%..." which is now a limitation of claim 1 and this was addressed in the 
second 35 USC 103 rejection further in view of De Tommaso (PG Pub 2002/0107291). 
Applicants argue further that Lee et al. discloses an anesthetic composition comprised 
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of propofol and a poloxamer and that the composition of Chen et al. is comprised of an 
ionizing agent and a surfactant in addition to an ionizable hydrophobic therapeutic 
agent. To clarify the response to this argument, the present invention is drawn to an 
anesthetic composition comprised of propofol, polyethylene glycol 660 hydroxystearate, 
tetrahydrofurfuryl alcohol polyethyleneglycol ether and an aqueous medium. The 
"comprising" language is open-ended and does not exclude additional, unrecited 
elements. Therefore, other elements may be added to the composition and the 
teachings of Lee et al. and Chen et al. do render the present invention obvious. 

In response to applicant's argument that there is no suggestion to combine the 
references, the examiner recognizes that obviousness can only be established by 
combining or modifying the teachings of the prior art to produce the claimed invention 
where there is some teaching, suggestion, or motivation to do so found either in the 
references themselves or in the knowledge generally available to one of ordinary skill in 
the art. See In re Fine, 837 F.2d 1071, 5 USPQ2d 1596 (Fed. Cir. 1988)and In re 
Jones, 958 F.2d 347, 21 USPQ2d 1941 (Fed. Cir. 1992). In this case, the purpose of 
the Lee et al. reference is to formulate an injectable propofol composition with an 
appropriate solvent and is free of the side effects listed in the Background section. 
Although the Chen et al. invention is described with reference to its value in oral dosage 
forms, it is stated that the invention is not so limited (Col. 4, lines 62-64) and can be 
formulated for parenteral administration (Col. 35, lines 9-13). Chen et al. teach 
pharmaceutical compositions that are capable of solubilizing therapeutically effective 
amounts of hydrophobic compounds. Accordingly, one would have been motivated to 
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combine the two references to formulate an improved composition in which propofol 
would be solubilized. 

In response to applicant's argument that the examiner's conclusion of 
obviousness is based upon improper hindsight reasoning, it must be recognized that 
any judgment on obviousness is in a sense necessarily a reconstruction based upon 
hindsight reasoning. But so long as it takes into account only knowledge which was 
within the level of ordinary skill at the time the claimed invention was made, and does 
not include knowledge gleaned only from the applicant's disclosure, such a 
reconstruction is proper. See In re McLaughlin, 443 F.2d 1392, 170 USPQ 209 (CCPA 
1971). 

Applicants argue that the 35 U.S.C. 103 rejection over Lee et al. and Chen et al. 
and in further view of De Tommaso (PG Pub 2002/0107291) teaches away from making 
the presently claimed invention and the motivation for combining the references is 
lacking. This argument is not found to be persuasive because De Tommaso states that 
"...a transparent injectable formulation of propofol may be obtained by mixing propofol 
with a bile acid and with a lecithin" (paragraph 0007). It is further taught in the same 
paragraph that the formulation is clear and the presence of foreign particles is 
controlled. Therefore, one of ordinary skill in the art would have been motivated to add 
a bile acid and lecithin to the present composition to formulate a clear and injectable 
formulation of propofol. 

Applicant's amendments to the claims necessitated the following modified 
grounds of rejection. 
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Objection 

Claim 15 is objected to because of the following informalities: "claiml" should 
read as "claim 1". Appropriate correction is required. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1, 3-12, 14-17, 19-24 rejected under 35 U.S.C. 103(a) as being 

unpatentable over Lee et al. (U.S. Patent 6,743,436) in view of Chen et al. (U.S. Patent 

6,383,471). 

Lee et al. teach an injectable anesthetic composition comprised of 1 to 2% by 
weight of the total composition of propofol (meeting the limitations of 1 and 15; Col. 4, 
lines 20-22). The composition further comprises a co-surfactant which is SOLUTOL HS 
15 (polyethylene glycol 660 hydroxystearate, in an amount of 0.1 to 10% of the total 
composition (further meeting the limitation of claim 1 and 16; Col. 4, lines 36-38), egg 
lecithin in an amount of 0.1 to 5% of the total composition (meeting the limitations of 
claims 3, 8-9; Col. 4, line 38), ethanol and propylene glycol (meeting the limitations of 
claim 19; Col. 4, lines 36-48). A tonicity agent, such as glycerol is also added (meeting 
the limitation of claim 14; Col. 5, lines 38-40). 
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Lee et al. do not teach the injectable propofol composition further comprised of 
tetrahydrofurfuryl alcohol polyethyleneglycol ether, or a member selected from the 
group consisting of pH regulators, thickening agents, antioxidants, complexing agents, 
or antiseptics. 

Chen et al. teach a pharmaceutical composition for the improved delivery of 
ionizable hydrophobic compounds (including propofol; Col. 7, line 11). The composition 
contains solubilizers to enhance the solubility of the active agent, with tetrahydrofurfuryl 
alcohol PEG ether, glycerol, and propylene glycol being among those preferred (further 
meeting the limitation of claim 1 and 17; Col. 31 , lines 54-57 and Col. 32, line 46-48). 
The composition further contains pH regulators, such as ascorbic acid and gluconic acid 
(meeting the limitation of claims 1 and 20; Col. 11, lines 9-54), thickening agents such 
as methylcellulose (further meeting the limitation of claim 1 and 21; Col. 32, line 31), 
sulfates (further meeting the limitation of claim 1 and 23; Col. 33, line 21), benzyl 
alcohol (meeting the limitation of claim 24; Col. 31, line 45) and phosphate (as sodium 
phosphate; meeting the limitation of claim 22; Col. 11, line 30). 

Accordingly, it would be obvious to one having ordinary skill in the art at the time 
of the invention to combine the teachings of Lee et al., which teach an anesthetic 
composition for intravenous injection comprised of propofol, polyethylene glycol 660 
hydroxystearate, egg lecithin, ethanol, propylene glycol and glycerol, with Chen et al. 
which teaches utilizing the ingredients tetrahydrofurfuryl alcohol PEG ether, pH 
regulators, thickening agents, complexing agents, antioxidants, and antiseptics for 
improved delivery of ionizable hydrophobic compounds. One would have been 
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motivated to combine the teachings of Lee et al. with Chen et al. in order to formulate 
an improved injectable composition, and with the addition of the tetrayhydrofurfuryl 
alcohol polyethylene glycol ether, provide a maximal concentration of propofol to be 
administered to a patient. 

Claims 4-7 and 10-12 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Lee et al. and Chen et al. as applied to claims 1, 3-12, 14-17, 19-24 above, and in 
further view of De Tommaso (PG Pub 2002/0107291). 

Lee et al. and Chen et al. teach formulations comprised of propofol, polyethylene 
glycol 660 hydroxystearate, tetrahydrofurfuryl alcohol PEG ether, lecithin, a liquid 
excipient, a tonicity agent, pH regulators, thickening agents, complexing agents, 
antioxidants and antiseptics. 

Lee et al. and Chen et al. do not teach formulations comprised of a bile salt or a 
mixture of a bile salt and lecithin. 

De Tommaso also teaches an injectable pharmaceutical composition comprised 
of propofol, in which a bile salt, including glycocholic acid, cholic acid, and taurocholic 
acid, is incorporated into the injectable formulation (meeting the limitation of claims 4-7, 
12; Pg. 1, paragraph 0015). The composition is further comprised of lecithin, and the 
formulation is prepared by adding lecithin to an aqueous solution of the bile salt 
(meeting the limitation of claims 10-11; Pg. 2, paragraph 0025, 0029). 

It is obvious to vary and/or optimize the amount of bile salts provided in the 
composition, according to the guidance provided by De Tommaso to provide a 
composition having the desired properties such as the desired percentage weight of the 
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bile salt for a more transparent injectable formulation. It is noted that "[W]here the 
general conditions of a claim are disclosed in the prior art, it is not inventive to discover 
the optimum or workable ranges by routine experimentation." In re Aller, 220 F.2d 454, 
456, 105 USPQ 233, 235 (CCPA 1955). 

Furthermore, it is obvious that because the components of the propofol 
composition of the prior art and the components of the present composition are the 
same, it is obvious that they will share the same physical properties, such as a 
transmittance at 660nm of greater than about 90%. Patent law states that "products of 
identical chemical composition can not have mutually exclusive properties." A chemical 
composition and its properties are inseparable. Therefore, if the prior art teaches the 
identical chemical structure, the properties applicant discloses and/or claims are 
necessarily present. In re Spada, 911 F.2d 705, 709, 15 USPQ2d 1655, 1658 (Fed. Cir. 
1990). 

Accordingly, it would be obvious to one having ordinary skill in the art at the time 
of the invention to combine the teachings of Lee et al. and Chen which teach an 
anesthetic composition for intravenous injection comprised of propofol, polyethylene 
glycol 660 hydroxystearate, tetrahydrofurfuryl alcohol PEG ether, lecithin, a liquid 
excipient, a tonicity agent, pH regulators, thickening agents, complexing agents, 
antioxidants and antiseptics, with De Tommaso et al. which teach an injectable 
composition comprised of propofol and bile salts. One having ordinary skill in the art 
would be motivated to combine the teachings of Lee et al. and Chen et al. with De 
Tommaso to provide an injectable anesthetic composition that is transparent and clear 
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and free of foreign particles inside the vial or bottle, which is important for product safety 
(as taught by De Tommaso, paragraph 0007). 

Conclusion 

No claims are allowed. 

Contact Information 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Renee Claytor whose telephone number is 571-272- 
8394. The examiner can normally be reached on M-F 8:00-4:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on 571-272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Renee Claytor 
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